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DETAILED ACTION 

1 . In the preliminary amendment filed March 21, 2006, claims 4-6 and 8 have been 
amended, and claim 10 has been cancelled. Therefore, claims 1-9 are pending and examined. 

Informalities 

The disclosure is objected to because of the following informalities: 

2. The specification recites an amino acid sequence, TPDVS at page 12, line 7, however, 
this sequence does not have sequence identifier "SEQ ID NO:" and is not listing in the Sequence 
Listing. If this sequence is part of SEQ ID NO: 1 , it can be indicated as "amino acid residues X 
to Y of SEQ ID NO: 1". Appropriate correction is required. 

Claim Objections 

3. Claims 2, 3, 5, 6 and 8 are objected to because the claims use quotation marks, which 
should be avoided in the claims. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

4. Claims 1-9 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for a method of diagnosing a disease in a patient comprising determining 
the content of apolipoprotein C-I in a serum or plasma sample of the patient, and comparing the 
content of apolipoprotein C-I of the patient with those of normal healthy persons, wherein 
content of apolipoprotein C-I of the patient is reduced as compared to those of normal healthy 
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persons, and wherein the disease is sepsis; and for a method of determining apoCl level in the 
blood sample of sepsis patient as shown in the art, does not reasonably provide enablement for a 
method for the diagnosis, early detection, risk estimation and monitoring of the course of 
diseases, wherein the content of apolipoprotein C-I and/or of derivatives thereof is 
determined in a serum of plasma sample from a human patient and the presence of a disease is 
concluded on the basis of a result of the determination which differs significantly from the value 
range determined for normal healthy persons, when the derivatives of apolipoprotein C-I, the 
variation for the content of apolipoprotein C-I between patient's plasma and plasma of healthy 
controls, and the diseases are not defined. The specification does not enable a person skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention commensurate in scope with these claims. 

Claims 1-9 are directed to a method of for the diagnosis, early detection, risk estimation 
and monitoring of the course of diseases comprising determining the content of apolipoprotein 
C-I in a serum or plasma sample from a human patient as compared to values obtained from 
normal healthy persons. The specification, however, only discloses cursory conclusions without 
data supporting the findings, which states that the present invention relates to a determination of 
apolipoprotein C-I as a biomarker for the diagnosis of diseases such as sepsis or cancer (pages 4- 
6). There are no indicia that the present application enables the full scope in view of the claimed 
methods as discussed in the stated rejection. The present application does not provide sufficient 
teachings to enable the full scope of the claims. The factors considered in determining whether 
undue experimentation is required, are summarized in In re Wands (858 F2d at 73 1 ,737, 8 
USPQ2d at 1400,1404 (Fed. Cir.1988)). The factors most relevant to this rejection are the 
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breadth of the claims, the absence or presence of working examples, the state of the prior art and 
relative skill of those in the art, the predictability or unpredictability of the art, the nature of the 
art, the amount of direction or guidance presented, and the amount of experimentation necessary. 

(1) . The breadth of the claims: 

The breadth of the claims is broad and encompasses unspecified variants regarding the 
derivatives of apolipoprotein C-I, the variations of content of apolipoprotein C-I between 
patients' plasma and healthy persons' plasma, and the diseases, which are not adequately 
described or demonstrated in the specification. 

(2) . The absence or presence of working examples: 

The specification shows that fractions of the total apolipoprotein C-I present in blood 
samples of patients with various diseases are determined by their binding to hydrophobic 
molecular structures (e.g., octylsepharose chromatography materials; Figs. 1 and 2; pages 9-1 1), 
and the data indicate in the samples from sepsis patients, tumor patients, patients with 
manifest/acute cardiac diseases (Ci, Ape, AOD) and patients with Crohn's disease, significantly 
reduced values of apolipoprotein C-I are found as compared with healthy persons. For patients 
with diabetes type I and type II, reduced values of apolipoprotein C-I are also found, although 
not to the same extent (Figs. 2a, 2b and 2c). The specification also use an immunoassay of the 
sandwich type to determine apolipoprotein C-I content in serum or plasma samples of sepsis and 
tumor patients, for sepsis samples, the measurements confirm the results of the chromatographic 
investigation, where significantly reduced values were obtained as compared with normal 
persons (pages 13-15; Fig. 4). However, for tumor samples, there was a tendency for the 
measured values to be increased (Fig. 4), which differs from the results obtained from 
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chromatographic investigation (Fig. 2a). While the specification discusses the results from two 
determinations, the chromatographic and immunodiagnostic investigations (pages 16-17), it 
appears that only sepsis samples have significantly reduced values of apolipoprotein C-I as 
compared with normal persons. 

(3) . The state of the prior art and relative skill of those in the art: 

While the related art (e.g., Rensen et al. (US 2006/01 1 1283 Al)) teaches patients having 
sever sepsis exhibit strongly lowered apoC 1 level in their blood samples using a sandwich 
Enzyme -Linked immunosorbent Assay, the art does not teach monitoring the apoCl level in 
patients having other diseases. Thus, the specification needs to provide specific guidance on 
monitoring the apolipoprotein C-I content in the plasma samples of patients having various 
diseases, to be considered enabling for the claimed method associated with the variants. 

(4) . Predictability or unpredictability of the art: 

The claims are directed to a method of for the diagnosis, early detection, risk estimation 
and monitoring of the course of diseases comprising determining the content of apolipoprotein 
C-I in a serum or plasma sample from a human patient as compared to values obtained from 
normal healthy persons. While the specification shows plasma samples of sepsis patients have 
significantly reduced values of apolipoprotein C-I as compared with normal persons in both 
chromatographic method and immunoassay, the measurements of apolipoprotein C-I for tumor 
patients obtained from two methods are not consistent. Since chromatographic method only 
determines fractions of the total apolipoprotein C-I that bind to hydrophobic molecular 
structures, and immunoassay determines the total apolipoprotein C-I, when the measurements of 
apolipoprotein C-I obtained from two methods are not consistent (e.g., for tumor samples), it is 
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not clear how to use apolipoprotein C-I measurement of the patient's plasma sample for 
diagnosis or monitoring of the course of disease. 

(5) . The amount of direction or guidance presented and the quantity of experimentation 
necessary: 

The claims are directed to a method of for the diagnosis, early detection, risk estimation 
and monitoring of the course of diseases comprising determining the content of apolipoprotein 
C-I in a serum or plasma sample from a human patient as compared to values obtained from 
normal healthy persons. While the specification discloses plasma samples of sepsis patients have 
significantly reduced values of apolipoprotein C-I as compared with normal persons in both 
chromatographic method and immunoassay, it does not disclose the measurements of 
apolipoprotein C-I in plasma for patients with various diseases as compared to those of healthy 
controls using immunoassay. When the measurements of apolipoprotein C-I obtained from two 
methods (i.e., chromatographic method and immunoassay) are not consistent (e.g., tumor 
samples), it is not clear how to use apolipoprotein C-I measurement of the patient's plasma 
sample for diagnosis or monitoring of the course of disease. Since the specification does not 
provide sufficient teachings on the use of apolipoprotein C-I measurement in the claimed 
method, it is necessary to carry out undue experimentation to identify the effect of apolipoprotein 
C-I in various diseases. 

(6) . Nature of the Invention 

The scope of the claims encompasses determining apolipoprotein C-I content in the 
method of diagnosing or monitoring the course of diseases, but the specification does not provide 
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the sufficient teachings on the use of apolipoprotein C-I measurement in the claimed method. 
Thus, the disclosure is not enabling for the reasons discussed above. 

In summary, the scope of the claim is broad, the working example does not demonstrate 
the claimed methods in associated with variants, the effects of apolipoprotein C-I in various 
diseases are unpredictable, and the teachings in the specification are limited, therefore, it is 
necessary to carry out undue experimentation to identify the effect of apolipoprotein C-I in 
various diseases. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

5. Claims 1-9 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

6. Claims 1-9 are indefinite because of the use of the term "derivatives thereof. The term 
cited renders the claim indefinite, it is not clear what structure the derivative of apolipoprotein C- 
I has and how different the derivative is from its parent peptide. Claim 1 also recites the term "in 
a serum of plasma sample", it is not clear what it means. Claims 2-9 are included in this 
rejection for being dependent on a rejected claim and not correcting the deficiency of the claim 
from which they depend. 

7. Claims 1-9 are indefinite because of the use of the term "differs significantly", 
"significantly reduced", "significantly changed", "high probability" or "deviate significantly". 
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The term cited renders the claim indefinite, it is not clear what is the mete and bounds for the 
cited term since they are all relative terms. Claims 2-9 are included in this rejection for being 
dependent on a rejected claim and not correcting the deficiency of the claim from which they 
depend. 

8. Claim 6 recites the limitation "the cause of a cancer disease" in lines 2-3. There is 
insufficient antecedent basis for this limitation in the claim. 

9. Claim 7 is indefinite because it recites the word "vaue", it is not clear what the word 
means. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States, 
(e) the invention was described in (1) an application for patent, published tinder section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application fded under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application fded in the United States only if the international application designated the United 
States and was published under Article 2 1(2) of such treaty in the English language. 

10. Claims 1 and 4 are rejected under 35 U.S.C. 102(b) as being anticipated by Barlage et al. 
(J. Lipid Research Vol. 42, 281-290 (February 2001), cited in the IDS filed 1/21/2007). 

Barlage et al. teach 2D-GGE of plasma samples obtained from healthy individuals and 
septic patients were performed and it showed apoC-I immunoreactivity decreased in the septic 
patients as compared with healthy control subjects (page 286, left column; Fig. 6; page 288, left 
column, second paragraph; claim 1 and 4). 
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1 1 . Claims 1 , 3 and 4 are rejected under 35 U.S.C. 102(e) as being anticipated by Rensen et 
al. (US 2006/01 1 1283 Al, PCT filed 6/27/2003; cited in the IDS filed 5/21/2008). 

Rensen et al. teach patients having sever sepsis exhibit strongly lowered apoC 1 level in 
their blood samples, where the apoCl level is determined with a sandwich Enzyme-Linked 
immunosorbent Assay (sandwich ELISA) (paragraphs [0026], [0036], [0049], [0065], [0073]- 
[0078]; Fig. 1; claims 1, 3 and 4). 

Conclusion 

12. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath Rao can be reached at 571-272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Chih-Min Kam/ 

Primary Examiner, Art Unit 1656 



CMK 

July 14, 2010 



